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WHAT IS r i AIMED IS: 
1 A compound of formula I 




m, 

"''''Tls crboxl carboxyalkyl, dicarboxyalkyl, alkoxycarbonyl, 
alkoxycarbonylalkl Cialkoxycarbonylalky,, or a malony, group of fora,u,a 11. 




10 

o ^ □ mL be the same or different and are selected from the 

and R3 is selected frol the group consisting of hydrogen, haio, hydroxy, 
15 amino, alkyl,aryl, and alkoxy; 

B has the formula III: 




20 



..erein P is an amine projective group; and Ar. and Ar, are ary> groups; or 

the formula IV: 
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(IV), 

Wherein X is NH or O; R4 is hydrogen, aikyi, Bfryl, alkylaryl, arylalkyi, or an 
amine protective group; and R5 is selected from the group consisting of 
hydrogen, alkyi, aryl, arylalkyi, alkylaryl, an'd heteroaryl; and 

C is selected from the group consisting of hydrogen, hydroxyl, aikyI, 
alkylcarbonyl, alkylcarbonyloxy, alkoxycaybonyl, and alkoxycarbonyl alkyI; 

wherein said aryl, heteroaryl, andihe aryl portion of said arylalkyi and 
alkylaryl may be unsubstituted or subsWtuted with a substituent selected from 
the group consisting of alkyI, hydroxyVhalo, keto, amino, and alkoxy; with the 
provisos that (!) R5 is not hydrogen when A is carboxyl or carboxyalkyi, C is 
hydrogen, B has the formula IV whe/ein R4 is hydrogen or alkylcarbonyl, and 
X is NH; and (il) R5 is not hydroger/or alkyI when A is carboxyl or 
carboxyalkyi, C is hydrogen or hydroxy, B has the formula IV wherein R4 is 
hydrogen or alkylcarbonyl, and x/is O. 

2. The compound of claim 1, wnerein: 

A is carboxyl, carboxyl Ci-Ce alkyI, dicarboxy Ci-Ce alkyI, Ci-Ce 
alkoxycarbonyl, Ci-Cg alkoxy/arbonyl Ci-Cs alkyI, Ci-Ce dialkoxycarbonyl Ci-Cg 
alkyI, or a malonyl group of^ormula II: 

,p 

R,0- 




(II), 



wherein Ri and Rilnay be the same or different and are selected from the 
group consisting cjf hydrogen, Ci-Ce alkyI, aryl, aryl Ci-Ce alkyI, Ci-Ce 
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alkylaryl, and heteroaryl; and R3 is selected from the group consisting of 
hydrogen, halo, hydroxy, amino, Ci-Ce a!i<yl, aryl, pnd Ci-Ce alkoxy; 
B has the formula III; 



wherein P is an amine protective grougr; and Ari and Ar2 are aryl groups; or B 
has the formula IV: 
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(IV), 

wherein X is NH or O; R4 is l^ydrogen, Ci-Ce alkyl, aryl, Ci-Ce alkylaryl, aryl 
Ci-Ce alkyl, or an amine protective group; and R5 is selected from the group 
consisting of hydrogen, c/-Cs alkyl, aryl, aryl Ci-Ce alkyl, Ci-Ce alkylaryl, and 
heteroaryl; and 

C is selected frocfi the group consisting of hydrogen, hydroxyl, Ci-Ce 
alkyl, CrCe alkylcarbo/nyl, Cj-Ce alkylcarbonyloxy, Ci-Cs alkoxycarbonyl, and 
Ci-Ce alkoxycarbonyjfCi-Ce alkyl; wherein said aryl, heteroaryl, and the aryl 
portion of said aryla/ikyl and alkylaryl may be unsubstituted or substituted 
with a substituentiSelected from the group consisting of Cj-Ce alkyl, hydroxy, 
halo, keto, amine/ and CrCe alkoxy. 



3. The compound of claim 2, wherein B has the formula IV. 
25 4. The compound of^\rr\ 3, wherein B has the formula: 
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wherein X is NH or O; R4 is hydrogen, CrCe alkj^l, aryl, d-Ce alkylaryl, aryl 
Ci-Ce alkyi, or an amine protective group; ana R5 is selected from the group 
5 consisting of hydrogen, Ci'-Ce aikyi, aryl, ary/Ci-Ce alkyi, Ci-Cs alkylaryl, and 
heteroaryl. 



5. The compound of claim 3, wherein B l^s the formula: 



wherein X is NH or O; FL, is hydrogen, Ci-Ce alkyI, aryl, Cj-Ce alkylaryl, aryl 
Ci-Cs alkyI, or an amine protective group; and R5 is selected from the group 
15 consisting of hydrogen, Ci-fi& alkyI, aryl, aryl Ci-Ce alkyI, Ci-Ce alkylaryl, and 
heteroaryl. 



6. The compound of clailm 4 or 5, wherein X is 0. 
20 7. The compound of claim 6, wherein R4 is hydrogen. 

8. The compound of claim 6, wherein R4 is an amine protecting group. 



9. The compound of claim 8< wherein acid amine protecting group is selected 
25 from the group consisti;rg of fiuorenylmethoxycarbonyl, tert-butoxycarbonyl. 
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10. The compound of claim 8, wherein R5 is hydrogen. 

11. The compound of any of claims 4-10, wherein Ri and R2 are hydrogen. 
5 12. The compound of claim 11, wherein R3 is hydrogen. 

13. The compound of any of claims 4-12, wherein C is hydrogen. 

14. The compound of any of claims 4-12, wherein C is Ci-Ce alkylcarbonyl. 

10 

15. The compound of any of claim 4-12 and 14, wherein C is tert- 
butoxycarbonyi. 

16. The compound of any of claims 4-12, wherein C is Ci-Ce alkylcarbonyloxy. 

15 

17. The compound of any of claims 4-12 and 16, wherein C is acetyloxy. 

18. The compound of claim 1 or 2, wherein B has the formula III. 
20 19. The compound of claim 18, wherein B has the formula: 



o 




Ar2 



Ar, 



20. The compound of claim 18, wherein B has the formula: 
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Ari 



21. The compound of claim 19 or 20, wherein Ari and Arj are phenyl. 

5 22. The compound of any of claims 18-21, wherein said amine protecting 
group is selected from the group consisting of fluorenylmethoxycarbonyl, tert- 
butoxy carbonyl, carbobenzoxy, and carbamoyl. 



llJ 
m 



23. The compound of claim 9 or 22, wherein said amine protecting group is 
10 fluorenylmethoxycarbonyl. 

^^^^^^^^^24. The compound of claim 1 or 2, whereh/Ri and R2 are tert-butyl and R3 is 
. hydrogen, and B has the formula 




XR5 

15 / 

wherein X is O, R4 is fl/orenylmethoxycarbonyl, and R5 is hydrogen. 



20 



25. The compound of claim 1 ot/2; wherein Ri and R2 are tert-butyl, and R3 is 
hydrogen; and B has the fopfiuila 
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(VIII), 

wherein R2 is all<yl and P is an amine protecting group; the process 
comprising: 

(a) reducing the compound of formula 




Ar, 

(VII), 



to obtain a compound of formula IX: 




O 



(IX); 

and 

(b) reacting the compound of formula IX with an amine protecting agent to 
obtain the compound of formula VIII. 

■if 

7^. The process of claim wherein the compound of formula VII is: 




wo 00/56760 



55 

(Vila) 



PCT/USOO/08231 



wherein said benzyi-6-oxo-2,3-diphenyl-4-morpholine is benzyl (2R,3S)- (-) - 
6-oxo-2,3-diphenyI-4-morpholine. 

The process of claim 367 wherein the compound of formula VII is: 




Ph 

(Vllb) 

70 

A process for preparing a compound of formula Villa: 




(Villa) 

wherein R2 is alky! and P is an amine protecting group; the process 
comprising: 

(a) reducing a compound of formula Vll 
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(Vila) 

to obtain a compound of formula IXa: 



RzO- 




NH2 



(IXa); 



(b) reacting the compound of formula IXa with an amine protecting agent to 
obtain the compound of formula VIII. 

1^. A process for preparing a compound of the formula: 




wherein R2 is alkyi and P is an amine protecting group; the process 
comprising: 



wo 00/56760 
(a) reducing a compound of formula: 



pcrA;soo/o823i 




to obtain a compound of formula IXb: 




O (IXb); 

Q and (b) reacting the compound of formula IXa with an amine protecting 

W 10 agent to obtain the compound of formula VIII. 

Q it The process of claimi< wherein said p-halotoluene is p-iodotoluene. 

^. The process of claim wherein said (4-halomethYlphenyl)-malonic acid 
15 dialkyi is (4-bromomethylphenyl)-malonic acid dialkyi ester. 

^^^^ % The process of any/daims wherein R^ is t-butyl. 

U^A conjugate comprising a conjugant covalently linked to a compound of 
20 any of claims 

%. The conjugate of claims, wherein said conjugant is an amino acid or a 
polypeptide. 
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The conjugate of claim -a^ wherein said conjugant is a nucleic add or a 
nucleotide. 



37. The conjugate of claim 34", wherein said conjugant is a polymer. 



wherein n is 0 to 15; 

Y is a phenylalanyl radical having a phenyl ring, an amine end, and a 
carboxyl end, the phenyl ring having one or more substltuents selected from 
the group consisting of hydroxyl, carboxyl, formyl, carboxyalkyi, 
carboxyalkyloxy, dicarboxyalkyi, dicarboxyalkyloxy, dicarboxyhaloalkyi, 
dicarboxyhaloalkyloxy, and phosphonoalkyi, phosphonohaloalkyi, wherein the 
alkyi portion of the substituents may be unsubstituted or substituted with a 
substituent selected from the group consisting of halo, hydroxy, carboxyl, 
amino, aminoalkyi, alkyI, alkoxy, and keto; 

W is a moiety attached to the nitrogen of Y and is selected from the 
group consisting of alkylcarbonyl, oxalyl, alkylaminooxalyl, arylaminooxalyl, 
arylalkylaminooxalyl, alkoxyoxalyl, carboxyalkyi carbonyl, heterocyclyl 
carbonyl, heterocyclylalkyi carbonyl, arylalkyi heterocyclylalkyi carbonyi, 
aryloxycarbonyl, and arylalkoxycarbonyl, wherein the aryl and alkyI portions 
of the substituents may be unsubstituted or substituted with a substituent 
selected from the group consisting of halo, hydroxy, carboxyl, amino, 
aminoalkyi, alkyI, alkoxy, and keto; and the heterocyclyl portion of W contains 
at least 4 hetero atoms selected from the group consisting of 0, N, and S; 

AA is an amino acid, the amine end of which is attached to the carboxyl 
end of Y; and 

Z is an arylalkylamino or arylheterocyclyl alkylamino; 

or a salt thereof; 



2^ 




I. A compound of the formula: 



W-Y-(AA)n-Z 
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With the proviso that W is not afyiailcylamino when the phenyl ring of 
phenylalanyl contains a phosphonoalkyi or phosphonohaloalkyi substituent at 
a position para to the alkylamido group and the ortho and meta positions are 
unsubstituted. 

The compound of claim 38^ wherein n is 0 to 15; 

Y is a phenylalanyl radical having a phenyl ring, an amine end, and a 
carboxyl end, the phenyl ring having one or more substituents selected from 
the group consisting of hydroxyl, carboxyl, formyl, carboxy Ci-Ce alkyi, 

10 carboxy Ci-Cg alkyloxy, dicarboxy Cj-Ce alkyi, dicarboxy CrCe alkyloxy, 

dicarboxyhalo Cj-Ce alkyi, dicarboxyhalo Ci-Ce alkyloxy, and phosphono CrCe 
alkyi, phosphonohalo Ci-Cs alkyi, wherein the alkyi portion of the substituents 
may be unsubstituted or substituted with a substituent selected from the 
group consisting of halo, hydroxy, carboxyl, amino, aminoalkyi, Ci-Ce alkyi, 

15 Ci-Cs alkoxy, and keto; 

W is a moiety attached to the nitrogen of Y and is selected from the 
group consisting of Ci-Ce alkylcarbonyl, oxalyl, Ci-Cs alkylaminooxalyl, 
arylaminooxalyl, aryl Ci-Cs alkylaminooxalyl, Ci-Ce alkoxyoxalyl, carboxy Cr 
Cg alkyi carbonyi, heterocyclyl carbonyl, heterocyclyl Ci-Ce alkyi carbonyl, aryl 

20 Ci-Ce alkyi heterocyclyl Ci-Ce alkyi carbonyl, aryloxycarbonyl, and aryl d-Ce 
alkoxycarbonyl, wherein the aryl and alkyi portions of the substituents may be 
unsubstituted or substituted with a substituent selected from the group 
consisting of halo, hydroxy, carboxyl, amino, amino Ci-Ce alkyi, Ci-Ce alkyi, 
Ci-Ce alkoxy, and keto; and the heterocyclyl portion of W contains at least 4 

25 hetero atoms selected from the group consisting of 0, N, and S; 

AA is an amino acid, the amine end of which is attached to the carboxyl 
end of Y; and 

Z Is an aryl CrCe alkylamino or arylheterocyclyl C1-C5 alkylamino; 
or a salt thereof. 

30 

The compound of claim wherein Y is of the formula XI: 
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ry 




wherein D has the formula XII, XIII, or XIV: 




O 

R40^|| 



is R5 Re O Rg 

W (XII) (XIII) (XIV) 

wherein R3 and R4 may be the same or different and are selected from the 
yi group consisting of hydrogen, Ci-Ce alkyi, aryl, aryl C1-C5 alkyi, Ci-Cg alkaryl, 

10 and heteroaryl; and R5 and Re may be the same or different and are selected 
O from the group consisting of hydrogen, halo, hydroxy, amino, and Ci-Cg 

alkoxy; and 

E is selected from the group consisting of hydrogen, Ci-Q alkyi, Cj-Ce 
^ alkylcarbonyl, carboxyl, and Ci-Ce alkylcarbonyl Cj-Ce alkyi, 

J^. The compound of claim wherein D is of formula XII. 

. The compound of claim wherein D is of formula XIII. 

f)^ 20 The compound o^aim>Kf, wherein D is of formula XIV. 



/K. The compound of any of claims $e^-^, wherein E is hydrogen. 

^ / 

fii^. The compound ofjaaim^, wherein E is carboxyl. 
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^The compound of any of claim 4i-«', wherein R3, R4, R5, and R^ are 
hydrogen. 



tr. The compound of ofaim 4^ wherein R3 and R4 are hydrogen. 



fier. The compound of any of claims Z&<7, wherein W is selected from the 
group consisting of Ci-Ce alkylcarbonyl, oxalyl, Ci-Cg alkylaminooxalyl, 
arylaminooxalyi, aryl Ci-Cs alkylaminooxalyl, Ci-Ce alkoxyoxalyl, carboxy Ci- 
Ce alky! carbonyl, heterocyclyl carbonyl, heterocyclyl Ci-Ce alkyi carbonyl, aryl 

10 Ci-Ce alky! heterocyclyl Ci-Cs alkyI carbonyl, aryloxycarbonyl, and aryl Ci-Ce 
alkoxycarbonyl, wherein the aryl and alkyI portions of the substituents may be 
unsubstituted or substituted with a substituent selected from the group 
consisting of halo, hydroxy, carboxyl, amino, amino Ci-Ce alkyI, Ci-Ce alkyI, 
Ci-Ce alkoxy, and keto; and the heterocyclyl portion of W contains at least 4 

15 hetero atoms selected from the group consisting of O, N, and S. 

49". The compound of any of claims 3L8-«rH, wherein W is Ci-Ce 
alkyloxycarbonyl. 

r/ 

20 56: The compound of any of claims -38*49", wherein W is acetyl. 

■%t. The compound of any of claimsJiS-**, wherein W is oxalyl. 
O 

52*. The compound of any of claims 3&-48, wherein W is 
25 carboxymethylcarbonyl. 



The compound of any of claims 36^=2F87 wherein W is tetrazolylcarbonyl. 



M". The compound of any of claims wherein W is 
30 tetrazolylmethylcarbonyl. 

-S?. The compound of any of claims -SS-^S", wherein W is an 
arylmethyloxycarbonyl. 
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The compound of any of claims 38-48 and 55, wherein W is an 
aminophenylmethyloxycarbonyi. 

The compound of any of claims 38-48 and 55-56, wherein W is 3- 
5 aminophenyl-l-methyloxycarbonyl. 



i?The 



compound of any of claims 38-48, wherein W is an aryloxycarbonyl. 

u 

SB'S. The compound of any of claims 38-48 and 58, wherein W is an 
10 naphthyloxycarbonyl. 

^/ 

The compound of any of claims 38-48 and 58-59, wherein W is an 
aminonaphthyloxycarbonyl. 

^ 15 Sii. The compound of any of claims 38-48 and 58-60, wherein W is 6-amino- 

iTj 1-naphthyloxycarbonyl. 

The compound of any of claims 38-48, wherein W is an 
O arylmethyltetrazolylmethylcarbonyl, 

o u 

hi 0: The compound of any of claims 38-48 and 62, wherein W is a 

Ji' phenylmethyltetrazolylmethylcarbonyl. 

'-^ ^4*. The compound of any of claims 38-48 and 62-63, wherein W Is an 

25 alkoxyphenylmethyltetrazolylmethylcarbonyl. 

^LOU. — ^/ / 

y^/^ The compound of^y of claims 38-48 and 62-64, wherein W is a 

methoxyphenylmethyltetrazolylmethylcarbonyl. 

30 yS. The compound of any of claims 38-65, wherein Z is aryl Ci-Cg alkylamino. 



The compound of claim 66, wherein the aryl portion of Z has the formula: 
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wherein Qi is hydrogen or a substituent selected from the group consisting of 
hydroxy!, halo, d-Cg alkyi, Ci-Cg all<oxy, amino, and CrCg acylamino. 

The compound of claim 67, wherein the aryl portion of Z is attached to the 
alkylamino portion of Z at the aryl 1- or 2- position. 

The compound of claim 67 or 68, wherein Qi is methyl. 

^^/^Z ^ %. The compound of af4 of claims 67-69, wherein Z is naphthylpropylamino. 

jjj T^The compound of any of claims 38-65, wherein Z is aryl heterocyclyl CrCe 

-H= alkylamino. 
15 

The compound of claim 71, wherein the heterocyclyl portion of Z has the 




wherein Q2 is hydrogen or a substituent selected from the group consisting of 
hydroxy!, halo, Ci-Ce alkyI, Ci-Ce alkoxy, amino, and Ci-Cg acylamino, and F 
and G are independently selected from the group consisting of C, N, O, and S. 



The compound of claim 72, wherein F is C and G is N. 
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?<. The compound of claim 72 or 73, wherein Q2 is methyl. 

It 

?5". The compound of any of claims 38-39, wherein W is selected from the 
group consisting of acetyl, oxalyl, d-Cg alkylaminooxalyl, arylaminooxalyl, 
aryl Ci-Cs alkylaminooxalyl, d-Ce alkoxyoxalyl, carboxymethylcarbonyl, 
tetrazolylcarbonyl, tetrazolylmethylcarbonyl, aminophenylmethoxycarbonyl, 
amino naphthyloxycarbonyl, and methoxyphenylmethyl 
tetrazolylmethylcarbonyl. 

77 / 

767 The compound of any of claims 38-75, wherein n is 1-3. 
7F 

77". The compound of any of claims 38-76, wherein said amino acid is selected 
from the group consisting of glycine, alanine, valine, norvaline, leucine, iso- 
leucine, norleuclne, a-amino n-decanoic acid, serine, homoserine, threonine, 
methionine, cysteine, S-acetylaminomethyl-cysteine, proline, trans-3- and 
trans-4-hydroxyproline, phenylalanine, tyrosine, 4-aminophenylalanine, 4- 
nitrophenylalanine, 4-chlorophenylalanine, 4-carboxyphenylalanine, p- 
phenylserine p-hydroxyphenylalanine, phenylglycine, a-naphthylalanine, 
cydohexylalanine, cyclohexylglycine, tryptophan, indoline-2-carboxylic acid, 
l,2,3,4-tetrahydroisoquinoline-3-carboxylic acid, aspartic acid, asparagine, 
aminomalonic acid, aminomalonic acid monoamide, glutamic acid, glutamine, 
histidine, arginine, lysine, N'-benzyl-N'-methyl-lysine, N',N'-dibenzyl-lysine, 6- 
hydroxylysine, ornithine, a-aminocyclopentane carboxylic acid, a- 
aminocyclohexane carboxylic acid, a-aminocycloheptane carboxylic acid, a-(2- 
amino-2-norbornane)-carboxylic acid, a,y-diaminobutyric acid and a,p- 
diaminopropionic acid, homophenylalanlne, and a-tert-butylglycine. 

IZ. The compound of claim 77, wherein said amino acid is selected from the 
group consisting of glycine, alanine, leucine, iso-leucine, norleuclne, 
cydohexylalanine, 4-aminocydohexylglycine, 4-acetylaminocyclohexylglycine, 
aspartic acid, asparagine, glutamic acid, and glutamine. 

io 

7^. The compound of any of claims 1^-1%, wherein n is 2. 
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1/3 



The compound of claim 79, comprising a first amino acid (AAO attached to 
the phenyl alanine moiety and asparagine attached to said AAi, wherein said 
AAi is selected from the group consisting of cyclohexylglycine, 4- 
aminocyclohexylgiycine, and 4-acetyiaminocyclohexylglycine. 

The compound of claim 80, wherein said AAi is cyclohexylglycine. 

S2. The compound of claim 81, wherein D is of formula XIII, E, R3, R^, and R5 
are hydrogen, Ri is oxalyl, and Z is naphthylpropylamino. 

,83.The compound of claim 3& or 39, wherein Z is not indolylpropylamino 
when W is acetyl, and Y is/a phenylalanyl radical having a phosphonomethyl 
substituent. 

O ^ 

15 A composition cpfnprising a pharmacologically acceptable carrier and a 

^ compound of any /f claims 38-83. 

H jei5. A method for inhibiting an SH2 domain from binding with a 

in 

phosphoprotein comprising contacting an SH2 domain with a compound of any 
3! 20 of claims 34-83. 

5 

m The method of claim 85, wherein said SH2 domain is in a mammal, and 

said compound is administered to said mammal. 

25 The use of a compound of any of claims 34-83 in the manufacture of a 
medicament for the treatment of a condition that responds to the inhibition of 
phosphoprotein binding to an SH2 domain of a mammal. 

The use of a compound of any of claims 34-83 in medicine. 

^hjj^ A compound of am^j^ftTaims 34-83 for use as a Grb2-SH2 domain 

inhibttc 
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^ A method for inhibiting SH2 domain bind^rfgcomprising exposing a 
material containing an SH2 domain to a yJmpound of any of claims 34-83. 



'. A method for determining thCypresence of an SH2 domain in a material 
5 comprising: 

(a) exposing a sample of saUl' material to a SH2 binding compound and 
obtaining a first binding rjreult; 

(b) exposing another Mlriple of said material to a compound of any of claims 
34-83 and obtaining/a second binding result; and 

10 (c) comparing the/rirst and second binding results to determine whether an 
SH2 domain is f/resent in the material. 

fy 

A method of preventing or treating a disease, state, or condition in a 
Q mammal comprising administering a compound of any of claims 34-83. 

Q 99". The method of claim 92, wherein the disease, state, or condition involves 

an SH2 domain binding. 

5 ^- 

a 9<. The method of any of claims 86, 92 or 93, wherein the mammal is 

20 afflicted with a cancer. 

J' The method of claim 94, wherein the cancer is a breast cancer or ovarian 

p cancer. 

fU 

25 1^. The method of claim 86, 92, or 93, wherein the mammal is afflicted with 
a tumor. 

n 

The method of claim 95, wherein the tumor is leukemia or lymphoma. 



30 The method of claim 96, wherein the tumor is a solid tumor. 

loo 

^ The method of claim 98, wherein the solid tumor is a brain tumor or a 
prostate tumor. 
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J^. The method of claim 86, 92 or 93, wherein the mammal is afflicted with 
an autoimmune disease. 

/^^ 

The method of claim 86, 92, or 93, wherein the mammal is afflicted with 
5 an inflammatory disease. 

JJiir. The method of claim 86, 92, or 93, wherein the mammal is afflicted with 
diabetes. 

10 16^. The method of claim 86, 92, or 93, wherein the mammal is afflicted with 
obesity. 

/OS- 

The method of claim 86, 92, 93, wherein the mammal is afflicted with a 
metabolic disease. 

The method of claipT^6, 92, or 93, wherein the mammal is afflicted with 
a cardiovascular dis^e. 

/»7 

A method of enhancing the therapeutic effect of a treatment rendered to 
20 a mammal that has been afflicted with a disease, state, or condition, 

comprising administering to the mammal a compound of any of claims 34-83 
in conjunction with the treatment. 

>8^, The method of claim 106, wherein the treatment comprises 
25 chemotherapy, radiation therapy, or biological therapy. 

/Of 

^)J&S. The method of claim 107, wherein the biological therapy comprises the 
use of a protein. 

30 JJd9. The method of claim 106 or 107, wherein the biological therapy 
comprises the use of an antibody or a recombinant protein. 

/// 

JJre: The method of any of claims 106-109, which comprises inhibiting a cell 
survival factor in the mammal. 




[aimsT06-109, which comprises triggering cell 



5 A method of inhibiting the MAP Icinase activity in a mammal comprising 
administering to the mammal a compound of any of claims 34-83. 
/M 

j^. The method of claim 94, wherein the cancer Is mediated through BCR- 
Abl. 

^ The method of claim ^or 93^ which involves inhibiting the expression of 



erbB-2 receptor. 



